Unexplained bile acid malabsorption associated with diarrhoea that responds to cholestyramine was first described in 1973 but convincing evidence of the proposed mechanism -a defective active ileal bile acid transport -has never been substantiated. Active bile acid transport was quantified in vitro using brush border membrane vesicles prepared from terminal ileal biopsy specimens from 10 patients who fulfilled the criteria of idiopathic bile acid diarrhoea. (1-408) ). Quantification of active ileal bile acid transport in these 10 patients with idiopathic bile acid malabsorption suggests that a genetic (carrier) defect is rare in adults.
Increased faecal bile acid loss occurs in most patients with terminal ileal disease and after ileal resection. This is called bile acid malabsorption type 1.12 Hess Thaysen and Pedersen described three patients with chronic diarrhoea of unknown aetiology, increased faecal bile acid loss, and a response to cholestyramine treatment. 34 Several more patients with idiopathic or primary bile acid malabsorption (type 2) have now been described,5'7 since determination of bile acid excretion has been facilitated by the introduction of`4C and later 75Se labelled bile acids and the 75selenium homocholic acid taurine (75SeHCAT) test has gained wide use in the analysis of chronic diarrhoea.
Various other conditions accompanied by increased faecal bile acid loss (bile acid malabsorption type 3) have been reported. These include postcholecystectomy diarrhoea;89 postvagotomy diarrhoea;'`diabetic diarrhoea;" 12 medullary thyroid carcinoma;'3 cystic fibrosis;'4 and use of various drugs such as colchicine and neomycin, 16 17 theophylline,'8 biguanides," mannitol,20 and various laxatives. 8 The aetiology of primary bile acid malabsorption is unknown. Hess Thaysen and Pedersen proposed a genetic defect of active ileal bile acid transport but were unable to confirm this in their (adult) patients. Recently, in three patients with primary bile acid malabsorption, distinct morphological changes were described in.
terminal ileal biopsy specimens. These changes were crypt hyperplastic villous atrophy, colonic metaplasia, and increased mononuclear cell infiltration of the lamina propria. All patients were treated with cholestyramine. In general, the starting dose was 2 g twice daily, and the dose was increased to 4 g three times a day depending on its effect and acceptance by the patients. All patients reported either a considerable decrease in defaecation frequency and improvement in the consistency of stools or a return to normal of defaecation, and even constipation (scored as marked or complete response in Table I ). The present results support our hypothesis that active bile acid transport is regulated by the availability of bile acids to the ileal enterocytes. 23 As a defect in active bile acid transport cannot be shown, the aetiology of primary bile acid malabsorption remains unclear. The net amount of bile acids escaping ileal reabsorption is probably dependent on the amount and concentration of bile acids entering the terminal ileum, the presence of other intraluminal contents such as fibre,33 non-absorbed fat,34 the intraluminal pH,3" the frequency of enterohepatic cycling, the ileal transit time20 (availability factors), and the number of bile acid carriers per ileal surface area and the total ileal surface containing these carriers (capacity factors). Although no information is available on the length of distal ileum capable of active bile acid transport in primary bile acid malabsorption, it seems unlikely that this segment is effectively shorter in affected patients than in normal subjects. No data are available on the composition and size of the bile acid pool in this condition, which could in theory be altered, leading to higher concentrations of dihydroxy bile acids in the colon.
The most likely explanation for the bile acid malabsorption in these patients seems to be motor disturbances of the ileum resulting in an extremely short ileal transit time which does not allow time for normal reabsorption.728 30 The oroanal transit time data, available in six of our patients, largely reflect a rapid colonic transit, as found in bile acid malabsorption of other causes by various authors,737 and do not allow conclusions on the ileal transit time, which was not measured as it was not the subject of this study.
Primary bile acid malabsorption based on a defect in active ileal bile acid transport, ifit exists in adults, is probably very rare. 
